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G2(i. S:NHR Ofc+RWU Tkft®^ Ci-e 7 /I"*** ;V*K~;HI£ fctig&ife 
fc^LTk £v^>y^;i^£irr 0 ) ] 
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^-v: 10/ 



5. (1) 
[0 0 3 6] 
[ft 1 8 ] 




(1) 



10 0 3 7] 



[ft 1 9 ] 





R4 



(5£»K R 243<tO f R 3 {4, fcttG 1-C*»$*LT<> J:v»Ci-«T/w*/w** 

u 

ni4, 0 * fcl4 1 ~3<7>m%t, 
p(4. 0, 1 t tz\t2<OW&*m.-to 
[0 0 3 8] 

n*J:rrp*«2Ja±OkS, R 2£40 f R 3 f4, -en-P*l|S|— -Cfc*B#l&oTV>-Cfc 4 

V^o ) 

Bi4. Tffi:£K^-t^£3tU 



(5*+ R 5 4 fcttR 6 (4, fii^itT, TkJtMT-, -/7/S, ^ny>I 
^F, Ci-6 7;v^^i, Ci-67;v3^yS, C2-6T;i"5r~rt'S, C2-6t;v^-;v*, c 

2 . 6 7;^-)l't J fvS, C 2 - 6 7;V=lr-;Vt ; 'rvi, Ci-6T->;V^^->^t7t(4C3-6>' 
y- n T ;w 4f £ 7t I4g £ L X v> X i> 4 v» 7 j. — /HI £ ft L , 
kJ4. 0££l4l~l 5 OSE8fc*£-*- 0 

k^2J^±ot§. R 5 43 4 0^ 6 14, *tLf*Lp?--e4fflll&oTV>TtJ:v» 0 ) 

Z(4. G 2T?l!ftS*ift^n-7>-2-'f^*, G 2 -C«3ftS*Lfc 2 , 
> V"7 7 > - 2 - -f G2-cg&£*L*:^:*y-n-7;x-2-'f G2-cift*ii 
£2, Kn^>7ft7x>-2-'f^it^liG 2 T?g&£*L*: 1 , 3-^> 

Glliv7;i, tK^*> 7 5/ I> yVf;V7 5yiJ^I±^n^>Jg 



[0 0 3 9] 
[ft 2 0] 



— (C)k — 
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^-->* : 11/ 



G2li, S:NHR (^+Rli, j^mW.!; Ci-e T)V* A,#~frmt tziiW&& 

-ess $ ti % it&m t tz it * <r>m^m \z vm z n & m<r> 1 n t tz it 2 mx±. * t l 

6. j£ (1) K&^X, TIB^ (A) % (B) tizit (C) 

[0 0 4 0] 
lit 2 1] 




(A) (B) 



*it. ^t^^tL, 

R7-Ri7it *ti*mm$.L'c. fcrnm^ttziiCi-tTfr^frmz^i-to 

G2li, S:NHR (^4>R{±x 7K*M^ Ci-e T * fcl±*jfe** 

i o. mffi&nmt&m&z^immm&mm&mztt-fz 9unomm<ommmmmo 

1 2. 6f2«OffiS&ffcm£^1-£.r 2 0 - 1: Ko + yi^tf 

>m (2 0-HETE) y>^-€if§o 

[0 0 4 1 ] 

*»7i-^7 4 /- Mfc£-^ X t± -e- o K $ *l & m it , SfrfflHR-f bffi ^liC 

##&b;§ <D7x-;v7 V— /Hfrfr* «r ^r1" & mtitztfcWMkm £ 1" & d i: rt ? -e # , BOffcffi ^ 

\&W*mM-tZ>tz#><r>%L&<Dim\ 
[0 0 4 2] 

friass: (i) r-mztizit&mizis^x, Riturii. Tkm^ffcti*^*, 

[0 0 4 3] 
[0 0 4 4] 
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HL2 2] 

(R3)p 

H 



(R3)p 



N 



[0 0 4 51 

U 

o 

[0 0 4 6] 
[ft2 3] 



R15 

R17 
(0 




(A) 




.m<b<7)A t Ltii, i ->f 5 *ry; /was, l H-tf ; 7V-;v-5-'i';^ lH-tf 
?7-Jl'-4-'fJ^ 1 -^•f-^k*^ 5 -<i 1 - * <f-)\> tf v V-^- 3 

[0 0 4 71 

-fnM)V, 7<f-)V, ^vrfiv, s--7^;v, t-/f;v^Ci-6 7;^;i/i;, ttz 

-f V7'D^i/i^Ci-67^3 + yi^tj|$titv^U^) Ci- 6 7^ + JH ; 
, ^ h^v, J^h^v, 7n*^y, 4v-fu#3?*/ t 7 , h*yfOCi-6 7;i'3 + yi 
; x ^T-*, 1 -yn^^;V, i - T )V, 1 f;V7 'J ;V, 2-7* 

f^;i/foC2-67;v^-;vi; > xf^;v, i-^ntf^v, 2 -yn t?^;H£tf>C2-6 
T;i/^r^;v^, ji-r — 1 - yo^^jvt * v, l - ^f ;nf-;vt + y, TV 
^t^y, l-^f;V7'J^t^ry, 2-7'f-;l't^yfOC2-67;V^-;Vt^yi 
if^ft^y, l-^ne-H + y, 2 -7*D *ls*£<F>Cz-f> T)V*c=- 

)U**Zsm, 7th*'/*, rntft^n^vi, 7fVn^yifoCi-67y^t^ 
vi;> v^n7°ntf;v, y^D7.f;i/, v^n^>-f-;v, v;i^<7>C3-6 tv 

M^;, 7*ne;K -fv/ntf;i/, ^v7fjv, s-^;v, 

t-7f;i/^OCi-6 7M;H;, > h*v, yn^^y, ^fv/n^y 
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fcfc, kt±. 0 £fct± 1 - 1 5<D&%L*mL, k&2Vk±<7)t R5 £0^6 iitti? 



[0 0 4 9] 

0, 1, 2. 3. 4^;I±5WIL^„ 
[0 0 5 01 

z t Lx\tvxr<Dm&. : &i) is mft>*i2> 0 

[0 0 5 1] 

IMS-tLtv^Uv^ ov> - 2 - >f HH^rf Ltv^ri iv*2, 3- 
-y t: 9 >- 2 — M3&g£3irL-Cv>T & i^f t^nv>-2-^Ji/ 

iMttLTv>t *> l , 3 -^>y*-9-^*-;p- 2 --f ;u* 0 
[0 0 5 2] 

[0 0 5 3] 
Hb2 4] 



x l&tfqti. «rlBfcrai:*i*«:*i-o 

[0 0 5 4] 

£ R7, R8, R9, RIO, Rll, R 1 2 , R13, R14, Rl 5, R16 
iJJitfR 1 7»±, trti^ftm&LX. frmiSL^lt A/, y*ntf;v, 4 y 

7*ne;v, y^;v, -fyyf^, s-y-f-^, t-yf^ci-e.r^^i; t 



G2t±> S:nhr (^:+R{i % fcrnw.*;, t**)v, 7"ntft-;v, y^'j;v, -f 

.> 7 7f, ^ifo/Noyy^ ; % j*^)i>, ^)V, -fu\Z)V, <fvy*n 

y^-;v, ^V7*f;v, s-y*^;K t -7*f ;vf(0Ci-6 7-;i/^;v^ ; . *Y*is 
, xf^y, 7 , n*^y ( -fyy*n#^->, rf^yftOCi-eT^n^vi;, ^ n n 

v^nn^fjv, f^nn^f;v, F'j7;^n^f;v, l - y ;i/*n jx.^^ 
, 1, 1 -y7JVtnxf;i/, ^v^7;vtnxf ;vf©Ci-6An7;v^;H;f ©i 



[0 0 4 8] 




[0 0 5 5] 
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ssii&i 

[0 0 5 6] 
[ft 2 5] 

Aw; — \. H B&TktSci' a 

fVB + HOOC-B-Z' ^ ^Vn-CO-B-Z' 

R1 W R1 

(2) 0) (1) 

a, b, ri &t>*z' a, friBti^citi^^^-ro ) 

[0 0 5 7] 
[0 0 5 8] 

^^7HJ77-*, 3, 4 -vfc Kn- 3 -fc Kn^->- 4 -**V- 1 , 2, 3-^ 
[0 0 5 9] 

xhvtKD77> (THF) , 1, 4 - v * ^ y*$<DJ^- f^S* ^> 

(J^TDMF tB&fBi-S) > K (JJJLTDMSOfcBftlBi-*) , fcTVv 

[0 0 6 0] 



[0 0 6 1 ] 
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Mb 2 6] 




HOOC-fl-Z' 



(2) 



CIOC-B-Z' 



(4) 




N-CO-B-Z' 



(1-1) 



fiP*>, ^ (3' ) mtf-*-*, ZLmtV v^-»> 



[0 0 6 2] 

^i-fJW THF, 1 , 4 -v^-^r^>^OJn.-x^li> ^>-tf >, ^rvlx 
>^0^#i£#tfb7kiR^ '^nn^ ?nn*;i/A, 1, 

/Nny^-fb^b^lS. T-bh-h'J;v, DMF, DMSO, tf V ^^**fliv»* C tip 
[0 0 6 3] 

RJfofcJBv*&*t£ffl&fc LT»is 0Bx.tiT % hVxf;V7$^ ( tf';^>, l, 8-/7 
t'fvi'D [5. 4. 0] ^ft-7-x^7?>|, ^ttb'Jf A, mk 

[0 0 6 4] 

S&3I&3 



a, b, ri, z Rtfz'i*. mmtmzMM^m-to ) 
bp*.. 5«: (i* ) t^£*l£^ Yuit^®*mm*m^ximmM*'tTn zttzx 

S; (1) -e^sftar-y >fb^fc#£ *>cot-&&o 

[0 0 6 6] 



[0 0 6 7] 

HF, 1. 4 -^t^ft>fox-f^ 'O'-tfV, ^fyl/>, v^n^ 



[0 0 6 5] 
Mb 2 7] 




it 



(D 



(1) 
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[0 0 6 8] 

Kfcte, ov~-mm<vffi&mm, u* t < '\± 2 0 - 8 0 vxn 

10 0 6 9] 
[0 0 7 0] 

*^Wb^^«5t(±. IR, NMRRX/MSWfrbfcfcLtzo 
[0 0 7 1] 

*^-ft^% (1) RV*m®-tt&®) (3) fcitf (4) fcli, v><o^<7>3fc« 

o 

[0 0 7 2] 

mm^. (1) •c^^tt-i.'ffc^^^n^s^^^^i: LTt±, mm, mm, mm, 
mmm<ommm<om.^, mm, ynet^, %m, ^^?m, m^m, **->m, 
mm, -w^^m, =.^+>m, r)v^>m^<v^Wi.mv>m.*mfz>z %> 

-tZZttfXZZo 
[0 0 7 3] 

Low density lipoprotein. PXT LDLt Bg-ffii" & o ) O^KbftMl&lft <*£ t K«fc o T 

»M^b^<7)i&^ mmzm.±-f2>zttfxz. mm.mt<o^mm\zMm-n>^t^x 

-Mb^{±, ^(D^m^mmzx^m^^m^mm^mi^mmm^L, &M.mmu 
<Dmffl.mmzmczttfx£, misa.m^m^^mizmmir^^t^x^^ 0 tti, * 

^^C0-7i-;VTV-;Vfb^-%(±. , J*ty^t-%liftfflSD f 2 0-HETEv>^ 
ETEtC^-r^<7)^WJL> 2 0 -HE TE t J: >)20-H 

ETEtmaiZft&nznm-fzzbtfxz&o ttzy ^moit^o^^iz^ k- 

[0 0 7 4] 

M> f>f-f^^ (T ay-Sacks) F-ya \£—)V? 4*?— (V 

ogt-Spielmeyer) ^O^'ft^^^^A'^m^feHI-^^m^JfiLt 1 

wm^&m&wwMm., ttz^ ^Mmm^ mmmmmm^ m^mmmmm, m 
^imc«v^;u ? fi, mzytmitmmz x. ^^m-r^mmnm^n.^<Dm 

[0 0 7 5] 

<Dmmwz ! §frmzii'2>m.<D imx\$2mx±.*mii$Lfrt Lx^-t^^^x^fi^, w 
izmfc'£tLZ>i><Dx\t*<, ±mmm<ommtLx, 

ffiiE#2 004-3042713 
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"*~s>: 17/ 



«tt«*»*X»±*#«>a«, Wiltf, «*k ^K&tf 

[0 0 7 6] 

, 7 v a / O b ^ ^i©^* t ^ L ^ v^iiT-ttt ^. 1 1 1) C t 14 o * 
[0 0 7 7] 

[0 0 7 8] 

(Remington's Pharmaceutical Sciences) Hi • /^'J # > 

— % /^VM- 7 (Mack Publishing Company, Easton, Pennsylvan 

ia) 1 9 9 0^l«$)ft-&fe«i:foTMtl,ui:^-e§l> 0 
[0 0 7 9] 

t^lBMli, Mlkg*fc»K 5* (1) ^SftSffc^ftXti^^WKH^S 
*LS iaxt±2tt£IL±O«[0. 14mg~14. 3mg/0fct4it**t*i, ff4L< 
li. flc*lkg*fe«3 0. 7mg-10mg/B, «fc L < *M&lkg*fcO 1. 

4mg~7. 2mg/ai:t4;i:^T-i4o Wx.it M7 0kg H:ft#tS* 
5£ (1) ^'fk'&»X»i-e-Wll^W^K s #$*t*Jfioffl*iEH*i, lH10mg-l. 
0g,«f£L<^ 1 0 5 Omg-7 0 Omg, J: L < t±> lS100mg~50 

[0 0 8 0] 

x*n-* % ?x>il, iftA^tt^ntr^^rsifc^t?^ 

^ $ - 4 o 

[0 0 8 1] 

* V -7?ioj: 0 ^ffi^yft. / -)V<7)£ 1 )l>a- jvm, #'JV* 
ft*h $Mfc#K 3c5e«J ($]£(*> Y-x) . «^^LWMJ^)H^iin 

WliE#2 004-3042713 
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o 

[0 0 8 2] 

> fa.lx.tf, ^?>Jt^yif l/^^'Ja-^Xii^'jxf l/V^>ja-;l/ (JilTP E G hB& 

, PEG 1 0 0 0 (9 6%) ItiPEG 4 0 0 0 (4%) fc^ffl L 

, a^sfiflcKS; (i) wfb^xtt-e-oai^wtc^sn.iao. 5~5om*%^^ 
ffc t & o £^7* & c 1 7& ? -e # & o 

[0 0 8 3] 

, ^Hn-;K J.^/-^*«fflL, (1) 0-ffc#«»XJ±-€-0*^tt 

[0 0 8 4] 

^®*a#«ffl$n*3fe^»«Uinit*»«[X»i!R»*fcL, pH£4~10> «f^.L< 
145- 9t:iltl»^ t^lSo j^lR^ti«S1ii!lD H pi:-r*fe***toa*ffir9 
$ftL<> frfrzm$&mim&JLfe<D^i*ti<n&mz&\,*xi>?f o dfcri ? -e££o 
i (7) 7 x ^ ;V 7 V- OIS li , 0. 0 0 1-3% (W/V) ^ fip 4 L < 
{±0. 0i~i% (W/V) x$>V), S4fii«^f*> *#©#irO^«^«>«»fe 
<£ «9 1 0 1 -4Sk #ti^tt^.cJ:^f^o ±ffi«:#*li«l<a£13c-C*«K 

[0 0 8 5] 

5£j§.#BI-= : -*f > >MSL ^Vi?;V7iV3-^, 7i^7)I/3-^ V )V\£>ffcXi±-£<0 
ttWfc^fSifcjFT?*, pHli^JtLtli, T/R, *HMt-*- b V 

*v^;v*;i/n-*^o&l££W££ fc^-Ci. * t Itli, x. 

[0 0 8 6] 
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it£fy)V>Wim±, 0 . 0 0 1-3% (W/W) ,jfU<liO. 01-1% (W/W) T* 
&-5-Mfc£#c<0*iJ£> If^MfOi^O^iCJ: •) l 0 1-4 ®2$t-f2>Z t 

[0 0 8 7] 
[0 0 8 8] 

mmm 1 1 

[0 0 8 9] 

IS1 : (±) - ( 5 hn-2, 4, 6, 7-fh7^Wl:KD^>777>- 
2--f;v) -N-[4- (^f 5^v*-;v-i--f;v) 7x-^]*;wt5 KOM 
[0 0 9 0] 
Ut2 8] 



Me"N^ 0 C00H 
Me 

(±) -2, 4, 6, 7-7h7^f;i'-5--bnyth'n^>y77^-2-*;i' 
0 6g. 1- (4-7?/7x^Jl') 5^7-;V0. 6 4g, 1- (3-v 
>f;V7? 7 ynt?^) -3 ^ KffiBMfcO. 85g, 
^>7b'J77-;V0. 6 8gMbUif^7^0. 7 m 1 £DMF 8 m 1 K1m?L. 
6 0*C-^3B#Wm#t7to SJC^> R)£?l££:fc7jc*Kftg\ Wm%^it^L> %btttz%k 

iooo*k -ettib l 7^0 -%mm *muiki&7it-emfr u $s7fc«^ ^ * -> * ^ 

frl* : y-)i,= l 0 0 : 3) -effiiSU glft%£ 1. 0 1 g#£ 0 
[0 0 9 1] 

IS2 : (±) - ( 5 — T 5 y - 2 , 4, 6, 7 -x h v^^^v't: Kn^>v*77 
2-^;v) -N-[4- ^ l ->r/u) 7 t> n^*-^ 5 Y<D%kM 

[0 0 9 2] 
Ut2 9] 




*- h ? V — "?\Z (±) - ( 5 fn-2, 4, 6, 7-fh7^f JVyUKDAty 
7*77>-2-^Ji') -N-[4- 5 jTV-*- 1 7x-;v]*;VW5 K 

1. 0 1 g, 10%^7->'-)A^i0. 5g, ^^y-;H 5ml?:ix., tJc#EE 5 k g 

;v*9A^n-Th^9 , 7'f - (?nn*;n : *9 ;-)V= 10 0:3) T?*I^L> @fi*f 
«0. 3 3 g#fc„ MjSI 6 0- 1 6 3TC 

ttigE#2 004-3042713 




mm 2004-023032 
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[0 0 9 3 J 
[ft3 0] 




2, 3, 5-hV>Wx;-;V9 1. lg, 3 - * n n - 2 - ^ 6 5 

. 3 g, V 9 9 g£DMF 7 0 0 m 1 \zjjax.. 8 0 VX 3 t%fflW.WL?z 0 

7 -r - (^>-tf> : ^^-9->= i : i) xffimL, gfi*>« 1 o 2 g#7t 0 

###!)2 

2-TV;v-3, 5, 6-h^f^7x/-;VOM 
[0 0 9 4] 
[ft 3 1] 




2, 3, 5-b'j^^;V7i-;V2-^f;V7'n/<-;i/x-f;i'2 6. 6g*v^xf^ 
7-'J>13 1mli:iiU T;P=f >#H^,T 2 0 0 VX 2 B#!M#L/io <£±Pf^ 6 

y 7 A « Lfcf, «E@* ^v'J*^*7A7n7h777^ ( 
: ^*-«f-> = l : l) TifgSU B»»S:2 1. 4 g»fc 0 

3 

2-tKn^fy^f)V-2, 4, 6, 7 - x f y * ■f-fl/ V H Kn^ > V7 9 ^O^it 
[0 0 9 5] 
[ft 3 2] 




2-TU/U-3, 5, 6-h'J^f^7xy-^31. 8 6 g fcifrffc* <f- V ^ 6 0 0 m 
1 i:i»L, 0*C*ilt*#Lfc#&»*fc***nn«£ja#Su 7. 5g*SXLfc, 0 

ititt* 1 7 g#7t 0 
4 

2-tKn + y>f;V-2, 4, 6, 7 - f b 7^f JV- 5 - - f n v t Kn^>y7 
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[0 0 9 6] 
Hb3 3] 




Me Me 



2-tKn + y>f;i/-2, 4, 6, 7-f h7^f Kn^>777>2. 3g 

U 1. 3 4 g#£ 0 

2, 4, 6, 7 - f f 7 ^ f il'- 5 - - f n v't Kn^> /7 5 > - 2 - 7^fl: K« 

mm 

[0 0 9 71 
Ut3 4] 




Me Me 



T)Vzf>W^m%T, ya7i|y^n'JK0. 5 7m 1 ^M^f 1 2m lCi^L 
, -7 8tlfitiPLfco ^OM+CM^f l^>2mn:iHLJtDMS0 1. lm 
1 £-6 5 TC^T-eTirF U *<DZt 1 Ofrtl^L^o $£>K, I^fU>4m 1 fc# 
»U2-tKn + »»f-^-2, 4, 6. 7 -x b 9 ^ f-fr- 5 b n -yt: Kn^> 
777^1. 3 4 g*«TU -7 8t-e3B#W«£#L£o RJfcttTIk h'J^W? 
>4. 2ml =J:iTL, lStt'#SL; 1 N-ffiBft*tnxfeo .**SMl*^nn*^Att 

iy'J*^*7A^nv>77'7< - (7nn*;i/A) -eflHRU ee^^rO. 8 6g 

##^fl 6 

2, 4, 6, 7 - f h 7 ^ f 5 - - F D y t K 7 7 7 > - 2 - * ;l^f>i<0 

.«& 

[0 0 9 8] 
Mb 3 5] 




Me Me 
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2, 4, 6, 7-f h7^f^-5--hn-yi;Kn^>777>-2-7fl'7'tK2 
. 3 9g> 2-^f^-2-^f>3 1g^t-ri'/-JH9 0mn:}|ilL^ 7K^T 
t% MiitF^A7. 7 7 g> 'J >^-7K*^ h 'J >7 J^—ilFM^ 1 0. lgM 
L7t7K7 8 m 1 £*8TU 2 B#K3I#Lrt:o 2 *>U- 2 -7f > t t -79 J 

Zit&Zt KX *) g#J^& 1 . 2 0 g#fc, 
##$17 

6--ho-2-^ f^fy^f;i/-2, 5, 7, 8-f F7^f J^D7>-4-t> 

[0 0 9 9] 
[ft3 6] 




5- - f n-2 -fc: + 4, 6-bV> fmh7xy>- 66. 5gfc 
* h^rvT-b f > 7 8. • 8 g* 5 0 0ml izfeM LtzfiLfcmz, MUX*\£uV y 
>6. 4g£#nx_, 1S-C2 4HWL, $ <b 3 l$miinftfc*% b^o RJfci£&*ES 
*U SMJW^y *W7A?D7h^57^ - ('s*-^ : ff=igj.^;w= 7 : 1 — 

3 : 1) KttU Blft%2 9. 2g^„ 
##$1 8 

6- -ha-4-HFn^rv-2-^h^y^f;i'-2 l 5, 7, 8-f h7^fi^ 

[0 1 0 01 
[ft 3 7] 




\ 



6-zhn-2-^ b+y^f;l/-2, 5, 7, 8-7 h?^f ;^n7^-4-^ 
>10gC, ^?/-;H0 0ml*iSlD^ orT-TjcSfft*"/-*^ b y A 1 . 3g^i 
JnU OtT-lUPWt^o &JS$i£7Mc<Mj\ S®if«L/;o #m«rftlDA 

iit> S 6Mb£-^ 1 0 . 1 g *#ft 0 
##« 9 X 

6-^ba-2-^h^v^f;V-,2, 5, 7, 8-rh7^f;v (2H) ?u*y<D 

[0101] 
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Ut3 8] 




6--hn-4-i:Kn^y-2-> h+y>f^-2, 5, 7, 8 -T h 9 ^ ^-/U* 
nv^lO. 1 gtC^<>-lf> 2 0 Om 1 ^rinx-x p - h X A'* 1 . 0 gf^*P 

^ ;Hfc<D S mt&m 9 . 4 g 
##00 1 0 

6--hn-2-^b^y^f;b-2, 5, 7, 8 h v p< ■f-A'* n^><7)^it 
[0 10 2] 
[<b3 9] 




6-^l«D-2-^b^-»f;v-2, 5, 7, 8-7^7^^ (2H) ^n^> 
9. 4g?:x^/-;noOml(:§)»L, 1 0%^7yn^t»Il. Og&flPx.. 

U KiEi&i&U t-r^ttOlWft** 9. 5g*»fc„ 

##01 1 1 

6--fn-2-bKn^ry^f^-2, 5, 7, 8-f l>7^f J^n7>©Ij| 

[0 10 3] 
[ft4 0] 




6-^ba-2-^ b^y>f;V-2, 5, 7, 8-f ^7^f H07>9. 5 g £ 
3 1. 4ml^*nx.> 0*C-e3^H«flsL7t o EUntoTtk-* *nn* 
o ttH^^^AfcitSlllfc, XEftit, M^y'J*W7A^nvh^77 
1 2 

6-rbn-2-*;^;v-2, 5, 7, 8 -T V *7 * + frir u^ycoWk 
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- 6 0 W&XftiltT> n K 1 . 6ml *m.it* fl^>40ml K»» 

U -6 or-CDMSO 3. 1 m 1 *«|T LTtft, 5 #H!!#Lrt: 0 #K 6 > o - 2 - 
kKo^y^f;v-2, 5, 7, 8-fF7^fJ^n7>3. 9gHI^fl/>10 
mli:^L«*> -6 Otftt^MTLfct, - 6 0 3 0 5frW«# Lfco 
^i: h 'J xf ;i,7 1 2 m U - 6 0 lc^fflHJi»f > Rf££i&T£-£ 

L, »9»t'> , J*^*5A^n'7b^57'f- :»Bft-^^-^=2 : 1) 

ftU EM® 3. 4g^S^. 
##M 1 3 

6--fn-2, 5, 7, 8-fl>7>f;V?O7>-2-*^*'>|(0Sj| 
[0 10 5] 
[ft 4 2] 




6--bn-2-*;V5;i/-2, 5, 7, 8-f h7^f;^nv>2. 3gtt-7*^ 
;-;H50ml tei&#U 2 2 -y-r > 2 3 g £Mi&-C#nx.&o MM 

m^ki- hV7A5. 8gi'J tK^t" h'J7 A-#*Di» 7 . 6 g £tJc 6 0 m 1 Kfeffi 

tfco i o%« P H4t u ftSif^-caaiLfco ^r«s*i&jfp*fi*t? 

[0 10 6] 

[0 10 71 

Me : 

a l : 1-^5 

a 2 : i H-tf7V-;v- 5-^r;v, 
a 3 : l H-tf 7 v*-;i/- 4 --f 
a 4 : l-^fMf7y-;l/-5-^, 
a 5 : 1 3 -*/K 
a 6 : l-^Vy>e77-;V-4-'f;K 
[0 10 8] 
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'H-NMRf-^ (l^no*Mjg|, flWTMS) 

: K t : q: iuvf-y K m : h, br 

'.yn-K, bra :rn-K'»/|/7h, d d : yffrVT V y h fcfE-fo 
[0 113] 

1.5 (s,3H), 2.02 (s,3H), 2.07 (s,6H), 2.1-2.3 (m,2H), 2.5 (t,2H), 3.0 (dd,2H 
), 7.2 (s, 1H), 7.25(s,lH), 7.27(s,lH), 7.3(d.2H), 7.6(m,3H), 7.8(s,lH) 

mmm 2 ] 

[0 114] 
[0 115] 

*&mit&b 1 0 m g 

mum 2004-3042713 
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fL$l 8 1. 4 m g 
n — 1/ 7*9 2 0 m g 

t kd^t y^n e;Hr;i/n-^ 4mg 
* v ^ f JV-b JVn - x * ;i/ v") A 4mg 
XfT'J A 0. 6mg 



£-ff" 1 2 0 m g 



±f&<r>£n%®.mt%&J: *> te^ *5&mt&to 5 0 g, ?L$t4 0 7 g Stfn- * - 

fioog^ ffi®&®.=i-T4 >rmw. uz)\\wM#m oho m *mmLx, jsj-k 

M&LtZo ZfiK, 1 0%fc Kn^y/nt'^-b;VD-xMi£2 0 0 g^tiLt^t 
L/Co 2 0 ^ y v^Oft£i!U :ni:, * )V^^i/^^f-)V^)VU-^ij )Ws*j 

A2 0g. XfT'J^vny^ASg^Dx., n-^'J-ft-^H (Mmilffi (#0 
) T'7mmX 8. 4 ROQtttfffl LT, -^fclj 1 2 0mg<OiiW:o 

[^Jfe^ 3 ] 
[0 116] 

[in vitroJfcBMfclgRflsffi] 

^f&IPHb^Oin vitroffiMtfBfltfMifc* Ma 1 v y h<D^ (Malvy, c. , et al 
. , ) ^'-f sfr*3 ft* • TJ' K • '<4 *? 4 Vilfr • • 3 5 i^-jr-v a >X ( 

Biochemical and Biophysical Research Communi cat ions n 19803^ ^95^> p. 734—737 

•y hFa£$jffi U *JfrT\ Fat" 51§b:0 >; ^Bfctt«-M<ttfi**ift (p H 7 . 4 ) 
TPB S tm&fai-^o ) fcjjn*.. f7D>* ; f>'t^f-T'* ; eyt'fXU 10, 0 0 
0 gf2 055-K^C^fitb, ±*OJl**v*- hfcPJRLfco ULtl^^^- h 
K 5 0 0 /i M'>Xf 'f 5 // MStl-^^ 1 0 0 mM KC1£3JPX.. 3 7tt 

[0 117] 
1^4] 





in vitro mmmitttimfcm 
5 0%mmmm u c 50 #m> 
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3. 3 
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1 4 


2. 5 


3 7 


0. 80 


4 9 
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i MM- 1 


0. 23 




0. 23 



mmm 4 ] 

[0 118] 

fc„ &3£ifcic»ifoSv* f± 1 % # u v ^*Hb Kvy» ( b %*r x * ;i/X*±tii :nik 

KOL HCO-6 0) £3:ft&*i£ifcK?t»X f±H& Lfcf*ftffc^£> -i3E^S 
DaUHt?*!- (6 31ft) (H^SLCft^iiUf) t:i 0 Omg/k gOi^T' 
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«Uffirtfi:#Lfco 0^m^^»)flfit^^D»fLTfejfii9B^^ Ha, 'tis WM^rlStU L 

[0 119] 
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2*88-1 
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;J«-2 
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57 


84 



% 3 ^ 

mmm 5 1 

[0 12 0] 

[in vivottHMtflUB] 

in vivoSfcBMfcftJB ^■»-t;V-t7 , ^f^>t^-tU'J- (J 
. Med. Chem. „ 1997^ #403^ P. 559-573) fB«<7)^tcm tt, M~i<Ov-^ 

x#fi< tJ^Tlgrt^^i^ii^i&^jEtr^oWijljU^j&^ML^o S l c : I C 
RMttv^/X (5i§) (B^SLC^ttiUf) N -»3-7E*fflK 5 0m 
Mftffcfc— £ v * 7, 5 — # 6 Jg« £ »9 Vfttf ^5^1 L 

o jE*t«j^»i, mtm— mn^2 ofrfrb 6 o5M?<^ %Amz7fi-?mkfrb 6 om^) 

^37***^0 f^ffc#*l±&3*!fc*ieifcXli 1 %* , Jxfi/^li7^jili (Bjfc 
$ iJ /PX*t«N IKKOL HCO-60) &3^*»jjfcK*#X{i|R« U *ttt3l 

h-R&fzo ^^msm^-To ^w^i^tiin vivo»tafc<kf^ffl**-r* 
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in vivotfMMfeftUfl 




5 o%mwmm 


(ID B0 mgAg) 
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6.8 ! 
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1 4 


17 
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3 7 
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27 


4 9 


14 


>30 


MM— 1 
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2MB- 2 


s 20 
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[0 12 3] 

nmt ltbir&mo o/o 0 6 5 o^KiEm£ft7Hk^£Ev^ 

[0 12 4] 
Mb 4 4] 




[0 12 5] 



ffiiBft 2004-3042713 



2004-023032 



^-v: 31/ 



UK4 5] 




NHCO— \ 




mmm 6 ] 

10 12 6] 



^Wb^^^MS^^WffiLTto -#3^SD^Itt7 7 h (6®!fc) fc, 0 
. 1 Niaf i#M^(i 1 % * s V if V t-7vril(NIKKOL HCO-60) }| 

m^^LTto $UH£7jc}$Tx 0. lMh'J7-W«t (pH7. 4) *K *''Jt-n 
^i't^y't'ff- (NS-3 1 0E : 0 WSSf+ff «H±«) T% 5%**rv*-bi£ 

ft (Mfcb, ¥9*>5U 21-29. 1977) T^iL-fcc #&-5-fi K & & 3 0 
%ga#i-^S-?-S (ID30) ^^^fvTo f©^^^6Si:*to *3&9Hb£- 

[0 12 7] 
1^8] 

S6g 





ex vivolMltefcttfcJKiaBlffclBJtflUfl 
3 0%I#M (ID 30 mg/kg. 


1 


16 


3 7 


5. 2 



[Xifcfl 7 ] 

[0 12 8] 

[6 6 k D a 9 V**%&nWimW&\ 

*&mk&®<7>m9\-WLmtt°? ? mhr*© 6 6 k d a 9 > ^9 n^nmmmm^wm 

Ltz 0 Wi s t a r^ttv-y h (7-9 •UMfr£**0. 1 N*Mft*ifcj£v» 
Iil%*''jxfl/>ift!i7yi (NIKKOL HCO-6 0) »«tH»#tf:v»»±SS» 
LTIPML, 3 0 4Mfefc*KfcUV*#* h*»4rfflv»T, UV-A (12mW/c 
m 2 ) *3 0$HMB**Lfco &IRttM*t*rt=3 > h u-)Vt Lfco UV-A.W 

Z"*9W(Dmtl±. L a mm 1 i <7»7fe (Nature, 277, 680-685, 1 
9 7 0) SDS— tfVT^V K**l*lfc*sfro fco BP*>> zfe4fc4*;W± 4 . 

5%^^ (pH6. 8) *tr^tt, 10% (pH8. 8) *JB ^XtimmMffi®. ( 

2 5mMhn, 1 9 2mM^'JyyO. 1%SDS) . 2 0mM5SW*.(l i m i t 

3 0 0V) -e&ifrtfco 5%tca. ^v^t*^^/-^ : mfc : tK (2 5 

: 8 : 6 5) 0. 2 5%^vyyj 'J7> h7*;V-R-2 5 0 *^tr*-9 J - 

;v i^itK (9:2:9) -cftfeLfeo i^y-;u iBWi:* (25:8:6 

5) "eifrfeU *»m<0 6 6 k D a *W-?*«£t*>v Yy?7K£ OflMff L£„ Kfl-f 
<D9y*9Kmte, L owr ym-C&lbtzo *&mit&»tlt 6 6 k D a * K^miM 

mmm 8 1 

[0 12 9] 
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[5-'J*^vyt-t' (5-LO) 5-y#*^r-*— 4f (1 5-LO) 

5-LOS$fStt{±Carterib (Carter G. W, et al, J. Pharmacol. Exp. Ther. : 
256, 929-37, 1991) O^ftfc— BKfcSS LTffljjc Lfco EP*», >5feW 
W»tDMSO (Si&iftjgli 1 96) tc»#LfcSWR<k-&W«r-/V-f >*a^t--> a 
f (3 7*0, 15^) L£f£, $f)C30^M A23187 £irax.^ v a > 

(3 7*0. 3 05H Lfco -r^*i|ctJU'fnb';x>B4*x>fU'fA;77 

M) SrltffiLfco tt***7*fcjj*1- 0 
[0 13 0] 

1 5 - L 0i&#f£14{;iAuerbach£> (Auerbach B. J, et al, Anal. Biochem. : 201, 37 
5-80, 1992) <D-%&*-%tfk%£.LXfflfeLtZo BP*>> W 1 5- 

LOtDMSO («»»JSf± 1 %) e»»LfcWRftfr*ty >SSi^«^ (pH7. 4) 
+ T*-/I^-f >4ra^-y 3 > (4"C, 15^) Lfclfe, 2 5 6 /jMV / ^^li? 
feK'T V + a^->3> (4^, 10*) Lfc, ^IS*4tt4 15-HETEm 
«0#ffi (ODeeonm) i:±oT5giU *rifc*fefUfcffe<&*«> 1 5 - L OCifti 5 

o%*kmwmmm um) znmvtio i*«:i7ii:^to *§&9§ft^{i 
5- j ; (5-lo) arri 5-'j^vrt-€ (1 5-lo) 

[0131] 

Ii9] 





5 o%is*ffla ( 1 c 50 mm) 
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15-LO 
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^ Ci-67;V^^St/cliCi-67^3^vSf^L, k(±, 0 ttzit 1 ~ 1 5 0Si 
£^1"o k75 ? 2Jia±<7)i: R 5 jsit^R 6 fi> -etL-P^I^-'C^ffi^^o-Cv^T^ «): v> 
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